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CAPTOPRI L AND HYDROCHLOROTHI AZI DE TABLETS, USP

USE | N PREGNANCY
When used in pregnancy during the second and third trinesters,
ACE inhibitors can cause injury and even death to the
devel oping fetus. Wien pregnancy is detected, Captopril and
Hydr ochl or ot hi azi de shoul d be di sconti nued as soon as possi bl e.
See WARNI NGS: Captopril, Fetal/Neonatal Mrbidity and
Mortality.

DESCRI PTI ON

Captopril and Hydrochl orot hi azide are two oral anti hypertensive
agents. Captopril, the first of a new class of antihypertensive
agents, is a specific conpetitive inhibitor of angi otensin

| -converting enzyne (ACE), the enzyme responsible for the
conversion of angiotensin | to angiotensin Il

Hydr ochl orot hi azi de i s a benzot hi adi azi de (thiazide) diuretic-
ant i hypertensi ve.

Captopril is a white to off-white crystalline powder that may
have a slight sulfurous odor; it is soluble in water (approx. 160
ng/ nL), methanol, and ethanol and sparingly soluble in

chl orof ormand et hyl acetate.

Hydrochl orothiazide is a white crystalline powder slightly
soluble in water but freely soluble in sodi um hydroxi de sol ution

Captopril is designated chemcally as 1-[(2S)-3-Mercapt o- 2-
nmet hyl propi onyl )-L-proline; Hydrochlorothiazide is

6- Chl oro- 3, 4-di hydro-2 H 1, 2, 4- benzot hi adi azi ne- 7- sul f onam de
1,1-dioxide. Their structural formnulas are:




CHsNOS, MW = 217.29 C ,HAN,O,S,; MW = 297.75

Capt opri | Hydr ochl or ot hi azi de
Each tablet, for oral admnistration, contains __ ng captopri
and ng hydrochl orothiazide. |In addition, each tabl et

contains the follow ng inactive ingredients:

(Pl ease note that in accordance with good pharnmaceutica
practice, all dosage fornms should be |labeled to cite all the
inactive ingredients {refer to USP General Chapter <1091>
for guidance}. W believe this is an inportant public
heal t h nmeasure. Please respond accordingly by correctly
noting the inactive ingredients present in this product.)

CLI NI CAL PHARMACOLOGY
Capt opri |

Mechani sm of Action

The nechani smof action of captopril has not yet been fully
elucidated. Its beneficial effects in hypertension and heart
failure appear to result primarily from suppression of the renin-
angi ot ensi n- al dost erone system However, there is no consi stent
correlation between renin |levels and response to the drug. Renin,
an enzyne synthesi zed by the kidneys, is released into the
circulation where it acts on a plasna globulin substrate to

produce angiotensin |, a relatively inactive decapepti de.
Angiotensin | is then converted by angi otensin converting enzyne
(ACE)to angiotensin |1, a potent endogenous vasoconstri ctor
substance. Angiotensin Il also stinmulates al dosterone secretion

fromthe adrenal cortex, thereby contributing to sodiumand fluid
retention.

Captopril prevents the conversion of angiotensin | to angiotensin
Il by inhibition of ACE, a peptidyldipeptide carboxy hydrol ase.
This a inhibition has been denonstrated in both heal thy hunan
subjects and in aninmals by showi ng that the el evati on of bl ood
pressure caused by exogenously adm ni stered angi otensin | was

attenuated or abolished by captopril. In aninal studies,
captopril did not alter the pressor responses to a nunber of
ot her agents,including angiotensin Il and norepi nephri ne,

indicating specificity of action.

ACE is identical to "bradykininase", and captopril may al so
interfere with the degradati on of the vasodepressor pepti de,

br adyki ni n. | ncreased concentrations of bradykinin or
prostaglandin E , may also have a role in the therapeutic effect
of captopril.
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I nhibition of ACE results in decreased plasnma angiotensin Il and
increased plasna renin activity (PRA), the latter resulting from
| oss of negative feedback on renin rel ease caused by reduction in
angiotensin Il. The reduction of angiotensin Il leads to
decreased al dosterone secretion, and, as a result, snall

i ncreases in serum potassi ummay occur along w th sodi um and
fluid | oss.

The anti hypertensive effects persist for a longer period of tine
t han does denonstrable inhibition of circulating ACE. It is not
known whet her the ACE present in vascular endotheliumis
inhibited | onger than the ACE in circul ating bl ood.

Phar macoki neti cs

After oral admnistration of therapeutic doses of captopril,
rapi d absorption occurs with peak bl ood | evel s at about one hour.
The presence of food in the gastrointestinal tract reduces

absor ption by about 30 to 40 percent; captopril therefore shoul d
be given one hour before neals. Based on carbon-14 | abeling,
average mninal absorption is approximately 75 percent. In a
24-hour period, over 95 percent of the absorbed dose is
elimnated in the urine; 40 to 50 percent is unchanged drug; nost
of the remainder is the disulfide dinmer of captopril and
captopril-cysteine disulfide.

Approxi mately 25 to 30 percent of the circulating drug is bound
to plasma proteins. The apparent elimnation half-life for total
radioactivity in blood is probably | ess than three hours. An
accurate determnation of half-life of unchanged captopril is
not, at present, possible, but it is probably |ess than two
hours. In patients with renal inpairnent, however, retention of
captopril occurs (see DOSAGE AND ADM N STRATI QN) .

Phar macodynam cs

Admni stration of captopril results in a reduction of peripheral
arterial resistance in hypertensive patients with either no
change, or an increase, in cardiac output. There is an increase
inrenal blood flow foll owing admnistration of captopril and
glonerular filtration rate is usually unchanged. In patients with
heart failure, significantly decreased peripheral (systemc
vascul ar) resistance and bl ood pressure (afterload), reduced

pul nonary capillary wedge pressure (preload) and pul nonary
vascul ar resi stance, increased cardi ac output, and increased
exercise tolerance tinme (ETT) have been denonstrat ed.
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Reductions of blood pressure are usually naximal 60 to 90 m nutes
after oral admnistration of an individual dose of captopril. The
duration of effect is dose related and is extended in the
presence of a thiazide-type diuretic. The full effect of a given
dose may not be attained for 6 to 8 weeks (see DOSAGE AND

ADM NI STRATION). The bl ood pressure | owering effects of

captopril and thiazide-type diuretics are additive. In

contrast, captopril and beta-bl ockers have a | ess than additive
effect.

Bl ood pressure is lowered to about the sane extent in both
standi ng and supi ne positions. Othostatic effects and
tachycardi a are infrequent but may occur in vol une-depl eted
patients. Abrupt w thdrawal of captopril has not been associ ated
with a rapid increase in blood pressure.

Studies in rats and cats indicate that captopril does not cross
the bl ood-brain barrier to any significant extent.

Hydr ochl or ot hi azi de

Thi azi des affect the renal tubular mechani smof electrolyte
reabsorption. At maxinmal therapeutic dosage all thiazides are
approxi mately equal in their diuretic potency.

Thi azi des increase excretion of sodiumand chloride in
approxi mat el y equi val ent anounts. Natri uresi s causes a
secondary | oss of potassi umand bi carbonat e.

The nechani smof the anti hypertensive effect of thiazides is
unknown. Thi azi des do not affect nornal bl ood pressure.

The nean plasma hal f-1ife of hydrochl orothiazide in fasted
i ndi vidual s has been reported to be approxinmately 2.5 hours.

Onset of diuresis occurs in tw hours and the peak effect at
about four hours. Its action persists for approxinately six to
twel ve hours. Hydrochlorothiazide is elimnated rapidly by the
ki dney.

| NDI CATI ONS AND USAGE

Captopril and Hydrochl orot hi azide tablets are indicated for the
treatment of hypertension. The bl ood pressure |owering effects
of captopril and thiazides are approximately additive.

This fixed conbination drug may be used as initial therapy or
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substituted for previously titrated doses of the individual
conponent s.

When captopril and hydrochl orot hi azi de are given together it nmay
not be necessary to admnister captopril in divided doses to
attain bl ood pressure control at trough (before the next dose).
Al so, with such a conbination, a daily dose of 15 ng of

hydr ochl or ot hi azi de may be adequat e.

Treatment nay, therefore, be initiated wth Captopril and

Hydr ochl or ot hi azi de tabl ets 25 ng/ 15 ng once daily. Subsequent
titration should be with additional doses of the conponents
(captopril, hydrochl orothiazide) as single agents or as
Captopri|l and Hydrochl orot hi azi de tablets 50 ng/ 15 ng,

25 ng/ 25 ng, or 50 ny/ 25 ng (see DOSAGE AND ADM NI STRATI QN).

I n using Captopril and Hydrochl orot hi azi de, considerati on shoul d
be given to the risk of neutropeni a/ agranul ocytosis (see
WARNI NGS) .

Captopril and Hydrochl orot hi azi de may be used for patients with
normal renal function, in whomthe risk is relatively low In
patients with inpaired renal function, particularly those with
col I agen vascul ar di sease, Captopril and Hydrochl orot hi azi de
shoul d be reserved for hypertensives who have either devel oped
unaccept abl e side effects on other drugs, or have failed to
respond satisfactorily to other drug conbinations.

CONTRAI NDI CATI ONS
Capt opri |

This product is contraindicated in patients who are
hypersensitive to captopril or any other angiotensin-converting
enzyne inhibitor (e.g., a patient who has experienced angi oedena
during therapy with any other ACE inhibitor).

Hydr ochl or ot hi azi de

Hydrochl orothiazide is contraindicated in anuria. It is also
contraindicated in patients who have previously denonstrated
hypersensitivity to hydrochl orot hi azi de or ot her

sul f onam de- deri ved drugs.



Captopri|l and Hydrochl orot hi azi de Label i ng Gui dance
Tabl et s, USP April 1995

WARNI NGS
Capt opri |

Anaphyl act oi d and Possi bl e Rel ated Reacti ons

Presumabl y because angi ot ensi n-converting enzyne inhibitors
affect the netabolismof eicosanoids and pol ypepti des, including
endogenous bradyki nin, patients receiving ACE i nhibitors
(including captopril) may be subject to a variety of adverse
reacti ons, sone of them serious.

Angi oedena

Angi oedena involving the extremties, face, |ips, mucous
menbr anes, tongue, glottis or larynx has been seen in
patients treated with ACE inhibitors, including captopril.
| f angi oedena invol ves the tongue, glottis or |arynx, airway
obstruction may occur and be fatal. Emergency therapy,

i ncluding but not necessarily limted to, subcutaneous
admnistration of a 1:1000 sol ution of epinephrine should be
pronptly instituted.

Swel ling confined to the face, nmucous nenbranes of the
mouth, lips and extremties has usually resolved with

di scontinuation of treatnment; some cases required nedi ca
therapy. (See PRECAUTIONS: Infornation for Patients and
ADVERSE REACTI ONS: Capt opril .)

Anaphyl actoid reactions during desensitization: Two
patients undergoi ng desensitizing treatment wth hynenoptera
venom whi | e receiving ACE inhibitors sustained |ife-

t hr eat eni ng anaphyl actoid reactions. |In the sane patients,

t hese reactions were avoi ded when ACE inhibitors were
tenporarily w thheld, but they reappeared upon inadvertent
rechal | enge.

Anaphyl act oi d reactions during nenbrane exposure:
Anaphyl act oi d reactions have been reported in patients
dialyzed with high-flux nmenbranes and treated concomtantly
with an ACE inhibitor. Anaphylactoid reactions have al so
been reported in patients undergoi ng | owdensity |ipoprotein
apheresis with dextran sulfate absorption (a procedure
dependent upon devi ces not approved in the United States).

Neut r openi a/ Agr anul ocyt osi s
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Neut r openi a (<1000/ mm 3) with nyel oi d hypopl asi a has resulted from
use of captopril. About half of the neutropenic patients

devel oped systemc or oral cavity infections or other

features of the syndrone of agranul ocytosis.

The risk of neutropenia is dependent on the clinical status of
the patient:

In clinical trials in patients with hypertensi on who have
normal renal function (serumcreatinine less than 1.6 ng/dL
and no col | agen vascul ar di sease), neutropenia has been seen
in one patient out of over 8,600 exposed.

In patients with some degree of renal failure (serum
creatinine at least 1.6 ng/dL) but no collagen vascul ar

di sease, the risk of neutropenia in clinical trials was
about 1 per 500, a frequency over 15 tines that for
unconpl i cated hypertension. Daily doses of captopril were
relatively high in these patients, particularly in view of
their dimnished renal function. In foreign marketing
experience in patients with renal failure, use of

al l opurinol concomtantly with captopril has been associ ated
with neutropenia but this association has not appeared in
US reports.

In patients with collagen vascul ar di seases (e.g., systemc
| upus eryt hemat osus, sclerodernma) and inpaired renal
function, neutropenia occurred in 3.7 percent of patients in
clinical trials.

Wil e none of the over 750 patients in formal clinical

trials of heart failure devel oped neutropenia, it has
occurred during the subsequent clinical experience. About

hal f of the reported cases had serumcreatini ne > 1.6 ng/dL
and nore than 75 percent were in patients al so receiving
procainamde. In heart failure, it appears that the same

risk factors for neutropenia are present.

The neutropeni a has usually been detected within three nonths
after captopril was started. Bone nmarrow exam nations in patients
with neutropenia consistently showed nyel oi d hypopl asi a,
frequently acconpani ed by erythroi d hypopl asia and decreased
nunbers of negakaryocytes (e.g., hypoplastic bone marrow and
pancyt openi a); anem a and t hr onbocyt openi a were sonetinmes seen.
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In general, neutrophils returned to nornal in about two weeks
after captopril was discontinued, and serious infections were
limted to clinically conplex patients. About 13 percent of the
cases of neutropenia have ended fatally, but al nost al

fatalities were in patients with serious illness, having coll agen
vascul ar di sease, renal failure, heart failure or

I mmunosuppr essant therapy, or a conbination of these conplicating
factors.

Eval uati on of the hypertensive or heart failure patient should
al ways i nclude assessnent of renal function.

If captopril is used in patients with inpaired renal function,
white blood cell and differential counts shoul d be eval uated
prior to starting treatnent and at approxi mately two-week
intervals for about three nonths, then periodically.

In patients with collagen vascul ar di sease or who are exposed to
ot her drugs known to affect the white cells or imune response,
particularly when there is inpaired renal function, captopri
shoul d be used only after an assessnent of benefit and risk, and
then with caution.

Al patients treated with captopril should be told to report any
signs of infection (e.g., sore throat, fever). If infectionis
suspected, white cell counts should be performed w thout del ay.

Since discontinuation of captopril and other drugs has general ly
led to pronpt return of the white count to normal, upon
confirmation of neutropenia (neutrophil count <1000/ mm %) the
physi ci an shoul d wi thdraw captopril and closely follow the
patient's course.

Proteinuria

Total urinary proteins greater than 1 g per day were seen in
about 0.7 percent of patients receiving captopril. About 90
percent of affected patients had evidence of prior renal disease
or received relatively high doses of captopril (in excess of

150 ny/day), or both. The nephrotic syndrome occurred in about
one-fifth of proteinuric patients. In nost cases, proteinuria
subsi ded or cleared within six nonths whether or not captopri

was continued. Paranmeters of renal function, such as BUN and
creatinine, were seldomaltered in the patients with proteinuri a.

Hypot ensi on



Captopri|l and Hydrochl orot hi azi de Label i ng Gui dance
Tabl et s, USP April 1995

Excessi ve hypotension was rarely seen in hypertensive patients
but is a possible consequence of captopril use in salt/volune
depl et ed persons (such as those treated vigorously with
diuretics), patients with heart failure or those patients
undergoi ng renal dialysis. (See PRECAUTIONS.: Drug Interactions.)

Fetal / Neonatal Morbidity and Mortality

ACE inhibitors can cause fetal and neonatal norbidity and death
when adm nistered to pregnant wonen. Several dozen cases have
been reported in the world literature. Wen pregnancy is
detected, ACE inhibitors should be discontinued as soon as
possi bl e.

The use of ACE inhibitors during the second and third trinesters
of pregnancy has been associated with fetal and neonatal injury,
i ncl udi ng hypot ensi on, neonatal skull hypoplasia, anuria,
reversible or irreversible renal failure, and deat h.

A i gohydrami os has al so been reported, presumably resulting from
decreased fetal renal function; oligohydrammios in this setting
has been associated with fetal l[inb contractures, craniofacial
def ormati on, and hypopl astic |ung devel opnent. Prenaturity,
intrauterine growth retardation, and patent ductus arteriosus
have al so been reported, although it is not clear whether these
occurrences were due to the ACE-inhibitor exposure.

These adverse effects do not appear to have resulted from
intrauterine ACE-inhibitor exposure that has been limted to the
first trimester. Mthers whose enbryos and fetuses are exposed
to ACE inhibitors only during the first trimester should be so
informed. Nonet hel ess, when patients becone pregnant, physicians
shoul d nmake every effort to discontinue the use of captopril as
soon as possi bl e.

Rarely (probably | ess often than once in every

t housand pregnanci es), no alternative to ACE inhibitors will be
found. In these rare cases, the nothers shoul d be apprised of the
potential hazards to their fetuses, and serial ultrasound

exam nations shoul d be performed to assess the intraamiotic

envi ronnent .

I f ol i gohydrami os is observed, captopril should be discontinued
unless it is considered life-saving for the nother. Contraction
stress testing(CST), a non-stress test (NST), or biophysical
profiling (BPP) may be appropriate, dependi ng upon the week of
pregnancy. Patients and physicians shoul d be aware, however,
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t hat ol i gohydrami os may not appear until after the fetus has
sustained irreversible injury.

Infants with histories of in utero exposure to ACE inhibitors
shoul d be cl osely observed for hypotension, oliguria, and
hyperkalema. If oliguria occurs, attention should be directed
toward support of blood pressure and renal perfusion. Exchange
transfusion or dialysis may be required as a neans of reversing
hypot ensi on and/ or substituting for disordered renal function.
Wil e captopril nmay be renoved fromthe adult circul ati on by
henodi al ysis, there is inadequate data concerning the

ef fectiveness of henodialysis for renoving it fromthe
circulation of neonates or children. Peritoneal dialysis is
not effective for renoving captopril; there is no information
concer ni ng exchange transfusion for renoving captopril fromthe
general circul ation

When captopril was given to rabbits at doses about 0.8 to 70
times (on a ng/ kg basis) the maxi numrecommended human dose, | ow
i nci dences of craniofacial nmal formati ons were seen. No
teratogenic effects of captopril were seen in studies of pregnant
rats and hansters. On a ng/ kg basis, the doses used were up to
150 tinmes (in hansters) and 625 tinmes (in rats) the naxi nrum
recommended hunan dose.

Hepatic Failure

Rarely, ACE |nhibitors have been associ ated with a syndrone that
starts with chol estatic jaundi ce and progresses to ful mnant
hepatic necrosis and (sonetines) death. The nechanismof this
syndrone is not understood. Patients receiving ACE inhibitors
who devel op jaundice or narked el evati ons of hepatic enzymes
shoul d di scontinue the ACE inhibitor and receive appropriate
medi cal foll ow up

Hydr ochl or ot hi azi de

Thi azi des shoul d be used with caution in severe renal disease. In
patients with renal disease,thiazides may precipitate azotem a.
Qunul ative effects of the drug may develop in patients with

i npai red renal function.

Thi azi des shoul d be used with caution in patients with inpaired
hepati c function or progressive |liver disease, since mnor
alterations of fluid and el ectrol yte bal ance may precipitate
hepati c cona.

10
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Sensitivity reactions may occur in patients with or without a
history of allergy or bronchial asthna.

The possibility of exacerbation or activation of systemc |upus
eryt hemat osus has been report ed.

In general, lithiumshould not be given with diuretics (see
PRECAUTI ONS: Drug Interactions, Hydrochl orothiazi de).
PRECAUTI ONS

CGener al

Capt opri |

| npai red Renal Function --Sone patients with renal disease,
particularly those with severe renal artery stenosis, have

devel oped increases in BUN and serumcreatinine after reduction
of bl ood pressure with captopril. Captopril dosage reduction
and/ or discontinuation of diuretic nay be required. For sone of
these patients, it may not be possible to normalize bl ood
pressure and naintai n adequate renal perfusion (see CLIN CAL
PHARVACOLOGY, DOSAGE AND ADM NI STRATI ON, ADVERSE REACTI ONS:

Al tered Laboratory Findings).

Hyperkal em a --El evati ons in serum pot assi um have been observed in
sone patients treated with ACE inhibitors, including captopril.
Wen treated with ACE inhibitors, patients at risk for the

devel opnent of hyperkal em a include those with: rena

i nsufficiency; diabetes nellitus; and those using concom tant

pot assi um sparing diuretics, potassium supplenents or

pot assi um contai ning salt substitutes; or other drugs associ ated
with increases in serumpotassium (See PRECAUTIONS: |nformation
for Patients and Drug Interactions, Captopril; ADVERSE REACTI ONS:
Al tered Laboratory Findings.)

Gough: Presunably due to the inhibition of the degradation of
endogenous bradyki ni n, persistent nonproductive cough has been
reported with all ACE inhibitors, always resolving after

di scontinuation of therapy. ACE inhibitor-induced cough should
be considered in the differential diagnosis of cough.

Surgery/ Anesthesia --1n patients undergoing nmaj or surgery or
during anesthesia with agents that produce hypotension, captopri
will block angiotensin Il formation secondary to conpensatory

11
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renin release. |If hypotension occurs and is considered to be due
to this mechanism it can be corrected by vol une expansi on

Henodi al ysi s

Recent clinical observations have shown an associ ati on of
hypersensitivity-1ike (anaphyl actoid) reactions during
henodi al ysis with high-flux dialysis nenbranes (e.g. AN69) in
patients receiving ACE inhibitors as nedication. In these
patients, consideration should be given to using as different
type of dialysis nenbrane or a different class of nedication.
(See WARNI NGS: Captopril: Anaphyl actoid reactions during nmenbrane
exposure) .

Hydr ochl or ot hi azi de

Periodic determnation of serumel ectrol ytes to detect possible
el ectrol yte inbal ance should be perfornmed at appropriate
interval s.

Al patients receiving thiazide therapy should be observed for
clinical signs of fluid or electrolyte inbal ance, nanely:
hyponatrem a, hypochl orem c al kal osi s, and hypokal em a. Serum and
urine electrolyte determnations are particularly inportant when
the patient is vomting excessively or receiving parenteral
fluids. Warning signs or synptons of fluid and electrol yte

i tbal ance may include: dryness of nouth, thirst, weakness,

| et hargy, drowsiness, restlessness, nuscle pains or cranps,
muscul ar fatigue, hypotension, oliguria, tachycardia, and
gastrointesti nal di sturbances such as nausea and vomti ng.

Hypokal em a nay devel op, especially with brisk diuresis, or when
severe cirrhosis is present. Interference wth adequate oral
electrolyte intake will also contribute to hypokal em a.
Hypokal em a can sensitize or exaggerate the response of the heart
tothe toxic effects of digitalis (e.g., increased ventricul ar
irritability). Because captopril reduces the production of

al dost erone, concomtant therapy with captopril reduces the

di uretic-induced hypokal ema. Fewer patients may require

pot assi um suppl enents and/ or foods with a high potassium content
(see Drug Interactions, Agents |ncreasing Serum Potassiun).

Any chloride deficit is generally mld and usual |y does not
require specific treatnent except under extraordinary
circunstances (as in liver disease or renal disease). D utional
hyponatrem a may occur in edematous patients in hot weather;
appropriate therapy is water restriction, rather than

12
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admnistration of salt except in rare instances when the
hyponatrema is life-threatening. In actual salt depletion,
appropriate replacenent is the therapy of choice.
Hyperuricema may occur or frank gout may be precipitated in
certain patients receiving thiazide therapy.

Latent diabetes nellitus may beconme manifest during thiazide
adm ni strati on.

The anti hypertensive effect of thiazide diuretics may be enhanced
in the postsynpat hectony patient.

| f progressive renal inpairment beconmes evident,as indicated by a
rising nonprotein nitrogen or blood urea nitrogen (BUN), a
careful reappraisal of therapy is necessary w th consideration
given to w thhol ding or discontinuing diuretic therapy.

Thi azi des may decrease serum PBl |evels w thout signs of thyroid
di st ur bance.

Cal ciumexcretion is decreased by thiazides. Pathol ogical changes
in the parathyroid gland with hypercal cema and hypophosphat em a
have been observed in a few patients on prol onged thiazi de

t herapy. The common conplications of hyperparat hyroi di smsuch as
renal lithiasis, bone resorption, and peptic ul ceration have not
been seen. Thi azi des shoul d be di sconti nued before carryi ng out
tests for parathyroid function.

Thi azi des have been shown to increase the urinary excretion of
magnesi um this may result in hypomagnesem a.

Information for Patients

Patients should be advised to imedi ately report to their
physi ci an any signs or synptons suggesting angi oedena (e.g.,
swelling of face, eyes, lips, tongue, larynx and extremties;
difficulty in swallow ng or breathing; hoarseness) and to

di scontinue therapy. (See WARNINGS: Captopril: Angi oedena.)

Patients should be told to report pronptly any indication of
infection (e.g., sore throat, fever), which nay be a sign of
neutropeni a, or of progressive edema which mght be related to
protei nuria and nephrotic syndrone.

Al patients should be cautioned that excessive perspiration and
dehydration nay |lead to an excessive fall in blood pressure

13
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because of reduction in fluid volume. G her causes of vol unme

depl etion such as vomting or diarrhea nay also lead to a fall in
bl ood pressure; patients should be advised to consult with the
physi ci an.

Patients shoul d be advi sed not to use potassi unm sparing
diuretics, potassium supplenents or potassiuncontaining salt
substitutes w thout consulting their physician. (See
PRECAUTI ONS: General and Drug Interactions, Captopril; ADVERSE
REACTI ONS: Captopril.)

Patients should be warned agai nst interruption or discontinuation
of medication unless instructed by the physician.

Heart failure patients on captopril therapy should be cautioned
agai nst rapid increases in physical activity.

Patients should be inforned that Captopril and
Hydr ochl or ot hi azi de tabl ets shoul d be taken one hour before neal s
(see DOBAGE AND ADM NI STRATI QN) .

Pregnancy . Fenale patients of chil dbearing age should be told
about the consequences of second-and third-trimester exposure to
ACE inhibitors, and they should also be told that these
consequences do not appear to have resulted fromintrauterine
ACE-i nhi bitor exposure that has been limted to the first
trimester. These patients should be asked to report pregnancies
to their physicians as soon as possi bl e.

Laboratory Tests

Serumel ectrolyte |l evels should be regularly nonitored (see
WARNI NGS: Captopri|l and Hydrochl orot hi azi de; PRECAUTI ONS:
CGeneral, Hydrochl or ot hi azi de) .

Drug Interactions
Capt opri |

Hypotension--Patients On Duretic Therapy : Patients on diuretics
and especially those in whomdiuretic therapy was recently
instituted, as well as those on severe dietary salt restrictions

or dialysis, may occasionally experience a precipitous reduction

of blood pressure usually within the first hour after receiving
the initial dose of captopril.
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The possibility of hypotensive effects with captopril can be
mnimzed by either discontinuing the diuretic or increasing the
salt intake approxinately one week prior to initiation of
treatment with captopril or initiating therapy with small doses
(6.25 or 12.5 ny). Al ternatively, provide nedical supervision
for at |east one hour after the initial dose. If hypotension
occurs, the patient should be placed in a supine position and, if
necessary, receive an intravenous infusion of normal saline. This
transi ent hypot ensive response is not a contraindication to
further doses which can be given without difficulty once the

bl ood pressure has increased after vol une expansi on.

Agents Having Vasodilator Activity : Data on the effect of
concomtant use of other vasodilators in patients receiving
captopril for heart failure are not avail able; therefore,
nitroglycerin or other nitrates (as used for nanagenent of

angi na) or other drugs having vasodilator activity should, if
possi bl e, be discontinued before starting captopril. If resuned
during captopril therapy, such agents shoul d be adm ni stered
cautiously, and perhaps at | ower dosage.

Agents Causing Renin Release : Captopril's effect will be
augnent ed by anti hypertensi ve agents that cause renin rel ease.
For exanple, diuretics (e.g., thiazides) nmay activate the renin-
angi ot ensi n- al dost erone system

Agents Affecting Synpathetic Activity : The synpathetic nervous
systemnmay be especially inportant in supporting bl ood pressure
in patients receiving captopril alone or with diuretics.
Therefore, agents affecting synpathetic activity (e.g.,
gangl i oni ¢ bl ocki ng agents or adrenergi c neuron bl ocki ng agents)
shoul d be used with caution. Beta-adrenergic bl ocking drugs add
sonme further antihypertensive effect to captopril, but the
overal|l response is less than additi ve.

Agents Increasing SerumPotassium : Since captopril decreases
al dost erone production, elevation of serum potassi ummay occur.
Pot assi um sparing diuretics such as spironol actone, trianterene,
or amloride, or potassiumsupplenents, should be given only for
docunent ed hypokal ema, and then with caution, since they nay
lead to a significant increase of serum potassium Salt
substitutes containing potassi umshould al so be used with
caution.

| nhibitors & Endogenous Prostagl andin Synt hesi s : It has been
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reported that indomethacin may reduce the anti hypertensive effect
of captopril, especially in cases of |ow renin hypertension.

G her nonsteroidal anti-inflammatory agents (e.g., aspirin) may
al so have this effect.

Lithium: Increased serumlithiumlevels and synptons of |ithium
toxicity have been reported in patients receiving concom tant
['ithiumand ACE inhibitor therapy. These drugs shoul d be

coadmni stered with caution and frequent nonitoring of serum
l[ithiumlevels is recoomended. If a diuretic is also used, it may
increase the risk of lithiumtoxicity (see PRECAUTI ONS. Drug

| nteracti ons, Hydrochl orothi azi de, Lithiunj.

Hydr ochl or ot hi azi de

When adm ni stered concurrently the foll ow ng drugs may interact
with thiazide diuretics:

Al cohol, Barbiturates, or Narcotics --potentiation of
orthostatic hypotensi on may occur.

Anphotericin B, Corticosteroids, or Corticotropin

(ACTH) --may intensify electrol yte inbal ance, particularly
hypokal em a. Mnitor potassiumlevels; use potassium

repl acenents if necessary.

Anticoagulants (Oral) --dosage adjustnents of anticoagul ant
medi cati on nmay be necessary since hydrochl orot hi azi de may
decrease their effects.

Antigout Medications --dosage adjustnents of antigout
medi cati on may be necessary since hydrochl orot hi azi de may
raise the level of blood uric acid.

G her Antihypertensive Medications (e.qg.. Ganglionic or

Peri pheral Adrenergic Bl ocking Agents) --dosage adj ustnents
may be necessary since hydrochl orothi azi de may potentiate
their effects.

Antidiabetic Drugs (Gal Agents and |Insulin) --since
t hi azi des nmay el evate bl ood gl ucose | evel s, dosage
adj ustnents of antidiabetic agents nay be necessary.

Calcium Salts --Increased serumcal ciumlevels due to
decreased excretion may occur. |f calciumnust be prescribed
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nmoni tor serumcal cium | evel s and adj ust cal ci um dosage
accordi ngly.

Cardi ac dycosides --enhanced possibility of digitalis
toxicity associated with hypokal ema. Monitor potassium
| evel s (see PRECAUTIONS: Drug Interactions, Captopril).

Chol estyram ne Resin and Col estipol HA --may del ay or
decrease absorption of hydrochl orot hi azi de. Sul f onam de
diuretics should be taken at | east one hour before or four
to six hours after these nedications.

D azoxi de --enhanced hypergl ycemc, hyperuricemc, and
anti hypertensive effects. Be cogni zant of possible
interaction; nonitor blood glucose and serumuric acid
| evel s.

Lithium -diuretic agents reduce the renal clearance of
lithiumand increase the risk of lithiumtoxicity. These
drugs shoul d be coadmnistered with caution and frequent
monitoring of serumlithiumlevels is recommended (see
PRECAUTI ONS: Drug Interactions, Captopril, Lithiun).

MAO I nhi bitors- -dosage adjustnments of one or both agents nmay
be necessary since hypotensive effects are enhanced.

Nondepol ari zi ng Miscl e Rel axants, Preanesthetics and
Anesthetics Used in Surgery (e.q.,Tubocurarine Chloride and

Gallamne e.qg.,Triethiodide) --effects of these agents may be
potenti ated; dosage adjustnments nmay be required. Monitor

and correct any fluid and el ectrol yte inbal ances prior to
surgery if feasible.

Nonsteroidal Anti-inflammatory Agents --in sone patients, the
admnistration of a nonsteroidal anti-inflammatory agent can
reduce the diuretic, natriuretic, and antihypertensive

effect of |oop, potassiumsparing or thiazide diuretics.
Ther ef ore, when hydrochl orot hi azi de and nonst er oi dal
anti-inflamatory agents are used concomtantly, the patient
shoul d be observed closely to determne if the desired

effect of the diuretic is obtained.

Met henam ne - - possi bl e decreased effectiveness due to
al kal i ni zation of the urine.
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Pressor Amnes (e.qg., Norepinephrine) --decreased arterial
responsi veness, but not sufficient to preclude effectiveness
of the pressor agent for therapeutic use. Use caution in
patients taking both nedicati ons who undergo surgery.
Adm ni ster preanesthetic and anesthetic agents in reduced
dosage, and if possible, discontinue hydrochl orothiazide

t herapy one week prior to surgery.

Probenecid or Sul finpyrazone --increased dosage of these
agents may be necessary since hydrochl orot hi azi de nay have
hyperuricemc effects.

Drug Interactions

Capt opri |
Captopril may cause a fal se-positive urine test for acetone.
Hydr ochl or ot hi azi de

Hydr ochl or ot hi azi de nmay cause di agnostic interference of the
bentiromde test.

Car ci nogenesi s, Miutagenesis, Inpairnent of Fertility
Capt opri |

Two-year studies with doses of 50 to 1350 ng/kg/day in mce and
rats failed to show any evi dence of carcinogenic potential.

Studies in rats have reveal ed no inpairnment of fertility.

Hydr ochl or ot hi azi de

Two-year feeding studies in mce and rats conducted under the
auspi ces of the National Toxicol ogy Program (NTP) uncovered no
evi dence of a carcinogenic potential of hydrochl orothiazide in
female mce (at doses of up to approxi mately 600 ng/ kg/ day)

or in male and fermale rats (at doses of up to approxi mately
100 ny/ kg/day). The NTP, however, found equi vocal evidence for
hepat ocar ci nogenicity in nmale mce.
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Hydr ochl or ot hi azi de was not genotoxic in in vitro assays using
strains TA 98, TA 100, TA 1535, TA 1537 and TA 1538 of Sal nonel | a
typhi muri um (Ares assay) and in the Chinese Hanster Ovary (CHO
test for chronosonal aberrations, or in vivo assays using nouse
germ nal cell chronosones, Chinese hanster bone narrow
chronosones, and the Drosophilia sex |inked recessive |ethal
trait gene. Positive test results were obtained only in the
invitro CHO Sister Chromatid Exchange (clastogenicity) and in

t he Mouse Lynphorma Cel |l (nutagenicity) assays, using

concentrations of hydrochl orothiazide from43 to 1300 ntg/ nL, and
in the Aspergillus nidulans non-disjunction assay at an

unspeci fied concentrati on.

Hydr ochl or ot hi azi de had no adverse effects on the fertility of
mce and rats of either sex in studies wherein these species were
exposed, via their diet, to doses of up to 100 and 4 ny/ kg,
respectively, prior to conception and throughout gestation.

Ani mal Toxi col ogy: Captopril

Chronic oral toxicity studies were conducted in rats (2 years),
dogs (47 weeks; 1 year), mce (2 years), and nonkeys (1 year).
Significant drug-related toxicity included effects on
hemat opoi esi s, renal toxicity, erosion/ulceration of the stonach,
and variation of retinal blood vessels.

Reductions in henogl obin and/or hematocrit val ues were seen in
mce, rats, and nonkeys at doses 50 to 150 times the nmaxi num
recommended human dose (MRHD). Anem a, | eukopeni a,

t hr onbocyt openi a, and bone marrow suppressi on occurred in dogs at
doses 8 to 30 times MRHD. The reductions in henogl obi n and
hematocrit values in rats and mce were only significant at 1
year and returned to nornmal with continued dosing by the end of
the study. Marked anem a was seen at all dose levels (8 to 30
times MRHD) in dogs, whereas noderate to narked | eukopeni a was
noted only at 15 and 30 tinmes MRHD and t hronbocyt openia at 30
times MRHD. The anem a coul d be reversed upon discontinuati on of
dosi ng. Bone marrow suppression occurred to a varying degree,
bei ng associated only with dogs that died or were sacrificed in a
nori bund condition in the 1 year study. However, in the 47-week
study at a dose 30 tinmes MRHD, bone narrow suppression was found
to be reversibl e upon continued drug adm ni strati on.
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Captopri|l caused hyperpl asia of the juxtagl onerul ar apparatus of
the kidneys at doses 7 to 200 tines the MRHD in rats and mce, at
20 to 60 tines MRD in nonkeys, and at 30 tines the MRHD i n dogs.

Gastric erosions/ul cerations were increased in incidence at 20
and 200 tines MRHD in nale rats and at 30 and 65 tines MRHD in
dogs and nonkeys, respectively. Rabbits devel oped gastric and

intestinal ulcers when given oral doses approximately 30 timnmes
MRHD for only five to seven days.

In the two-year rat study, irreversible and progressive
variations in the caliber of retinal vessels (focal saccul ations
and constrictions) occurred at all dose levels (7 to 200 tines
MRHD) in a dose-related fashion. The effect was first observed in
the 88th week of dosing, with a progressively increased incidence
thereafter, even after cessation of dosing.

Pregnancy Categories C (first trinester) and D (second and third
trimesters) See WARNINGS: Captopril, Fetal/Neonatal Mrbidity
and Mortality.

Pregnancy- Nont er at ogeni ¢ Effects
Hydr ochl or ot hi azi de

Thi azi des cross the placental barrier and appear in cord bl ood.
The use of thiazides in pregnant wonen requires that the

antici pated benefit be wei ghed agai nst possi bl e hazards to the
fetus. These hazards include fetal or neonatal |aundice,

t hr onbocyt openi a, and possi bly other adverse reactions which
have occurred in the adult.

Nur si ng Mot hers

Bot h captopril and hydrochl orot hi azi de are excreted i n human

m | k. Because of the potential for serious adverse reactions in
nursing infants fromboth drugs, a decision shoul d be nade

whet her to discontinue nursing or to discontinue therapy taking
into account the inportance of Captopril and Hydrochl orot hi azi de
to the nother. (See PRECAUTIONS: Pediatric Use.)

Pedi atric Use

20



Captopri|l and Hydrochl orot hi azi de Label i ng Gui dance
Tabl et s, USP April 1995

Safety and effectiveness in pediatric patients have not been
established. There is limted experience reported in the
l[iterature with the use of captopril in the pediatric popul ation;
dosage, on a weight basis, was generally reported to be
conparable to or less than that used in adults.

I nfants, especially newborns, nmay be nore susceptible to the
adver se henodynam c effects of captopril. Excessive, prolonged
and unpredi ctabl e decreases in blood pressure and associ at ed
conplications, including oliguria and sei zures, have been
reported.

Capt opri|l and Hydrochl orot hi azi de shoul d be used in pediatric
patients only if other neasures for controlling blood pressure
have not been effective.

ADVERSE REACTI ONS
Capt opri |

Reported incidences are based on clinical trials involving
approxi mately 7000 patients.

Renal : About one of 100 patients devel oped proteinuria
(see WVARNINGS). Each of the follow ng has been
reported in approximately 1 to 2 of 1000 patients
and are of uncertain relationship to drug use:
renal insufficiency, renal failure, nephrotic
syndrone, polyuria, oliguria, and urinary
frequency.

Hemat ol ogi c: Neut r openi a/ agr anul ocyt osi s has occurred
(see WARNI NGS). Cases of anem a,
t hr onbocyt openi a, and pancyt openi a have been
reported.

Dermat ol ogic: Rash, often with pruritus, and sonetines with
fever, arthral gia, and eosi nophilia, occurred
in about 4 to 7 (depending on renal status
and dose) of 100 patients, usually during the
first four weeks of therapy. It is usually
macul opapul ar, and rarely urticarial. The
rash is usually mld and di sappears within a
few days of dosage reduction, short-term
treatment with an anti hi stam ni c agent
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Car di ovascul ar :

Dysgeusi a:

Angi oedena:

and/ or di scontinuing therapy; remssion nay
occur even if captopril is continued.
Pruritus, w thout rash, occurs in about 2 of
100 patients. Between 7 and 10 percent of
patients with skin rash have shown

eosi nophilia and/or positive ANA titers. A
reversi bl e associ at ed penphi goi d-1ike | esion,
and photosensitivity, have al so been
reported.

Fl ushing or pallor has been reported in 2 to
5 of 1000 patients.

Hypot ensi on nmay occur; see WARN NGS and
PRECAUTI ONS (Drug Interactions) for

di scussi on of hypotension w th captopri
t her apy.

Tachycardi a, chest pain, and
pal pi tations have each been observed in
approxi mately 1 of 100 patients.

Angi na pectoris, nyocardial infarction,

Raynaud' s syndrone, and congestive heart
failure have each occurred in 2 to 3 of

1000 patients.

Approximately 2 to 4 (dependi ng on renal
status and dose) of 100 patients devel oped a
dimnution or |oss of taste perception. Taste
inmpairnment is reversible and usually
self-limted (2 to 3 nonths) even with

conti nued drug adm ni stration. Wight |oss
may be associated with the | oss of taste.

Angi oedena involving the extremties, face,

i ps, mucous menbranes, tongue, glottis or

| arynx has been reported i n approxi nately one
in 1000 patients. Angi oedena invol ving the
upper airways has caused fatal airway
obstruction. (See WARNINGS: Captopril and
PRECAUTIONS: Information for Patients).

Cough: Cough has been reported in 0.5 to 2% of patients
treated wth captopril in clinical trials. (see
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PRECAUTI ONS: CGeneral, Captopril, GCough).

The foll owi ng have been reported in about 0.5 to 2 percent of
patients but did not appear at increased frequency conpared to

pl acebo or other treatnents used in controlled trials: gastric
irritation, abdom nal pain, nausea, vomting, diarrhea, anorexia,
consti pation, aphthous ulcers, peptic ulcer, dizziness, headache,
nmal ai se, fatigue, insomia, dry nouth, dyspnea, al opecia,

par est hesi as.

G her clinical adverse effects reported since the drug was
nmarketed are |isted bel ow by body system In this setting, an
i nci dence or causal relationship cannot be accurately determ ned.

Body as a Wol e: Anaphyl actoi d reacti ons (see WARN NGS:
Captopril: Anaphyl actoid and Possi bly
Rel at ed Reactions and PRECAUTI ONS:

Henodi al ysi s).
CGeneral : ast heni a, gyneconasti a
Car di ovascul ar : cardi ac arrest, cerebrovascul ar

accident/insufficiency, rhythm
di sturbances, orthostatic hypotension,
syncope.

Der mat ol ogi c: bul | ous penphi gus, erythema multiforne
(including Stevens-Johnson syndrone),
exfoliative dermatitis.

Gastrointestinal : pancreatitis, glossitis, dyspepsia.

Hemat ol ogi c: anem a, including aplastic and
henol yti c.

Hepat obi | i ary: jaundi ce, hepatitis, including rare
cases of necrosis, chol estasis.

Met abol i c: synpt omati ¢ hyponatrem a.

Muscul oskel et al : nyal gi a, nyast heni a.

Ner vous/ Psychi atri c: at axi a, confusion, depression

nervousness, somol ence.
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Respiratory: br onchospasm eosi nophilic pneunonitis,
rhinitis.
Speci al Senses: bl urred vision
Urogeni tal : i npot ence.

As with other ACE inhibitors,

a syndrome has been reported which

may include: fever, nyalgia, arthralgia, interstitial nephritis,
vasculitis, rash or other dernmnatol ogi c nanifestations,
eosi nophilia and an el evated ESR

Fetal / Neonatal Morbidity and Mortality

See WARNI NGS: Captopril, Fetal/Neonata

Hydr ochl or ot hi azi de

Gastrointestinal System:

Central Nervous System:

Hemat ol ogi c:

Car di ovascul ar :

Hypersensitivity:

O her:

anorexia, gastric irritation,
nausea, vomting, cranping,

di arrhea, constipation, jaundice
(intrahepatic cholestatic

jaundi ce), pancreatitis, and
sialadenitis.

di zzi ness, vertigo, paresthesias,
headache, and xant hopsi a.

| eukopeni a, agranul ocyt osi s,
t hr onbocyt openi a, apl asti c anem a,
and henol yti c anem a.

orthostatic hypotensi on.

pur pura, photosensitivity, rash,
urticaria, necrotizing angiitis

(vasculitis; cutaneous vasculitis),

fever, respiratory distress
i ncl udi ng pneunonitis, and
anaphyl acti c reacti ons.

hyper gl ycem a, gl ycosuri a,
hyperuricem a, nuscle spasm
weakness, restlessness, and
transi ent blurred vision.
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Whenever adverse reactions are noderate or severe, thiazide
dosage shoul d be reduced or therapy wi thdrawn.

Al tered Laboratory Findings

Serum El ectrol ytes: Hyperkalem a: snmall increases in serum
pot assi um especially in patients with
renal inpairnment (see PRECAUTI ONS:
Captopril).

Hyponatrem a: particularly in patients receiving a | ow
sodiumdi et or concomtant diuretics.

BUN Serum Creati ni ne: Transi ent el evati ons of BUN or serum
creatinine especially in volunme or salt
depl eted patients or those with
renovascul ar hypertensi on may occur.
Rapi d reduction of |ongstandi ng or
mar kedl y el evated bl ood pressure can
result in decreases in the glonerul ar
filtration rate and, in turn, lead to
increases in BUN or serumcreatinine.

Hemat ol ogi c: A positive ANA has been reported.

Li ver Function Tests: El evations of |iver transamn nases,
al kal i ne phosphat ase, and serum
bi l'i rubi n have occurred.

OVERDGSAGE
Capt opri |

Correction of hypotension would be of primary concern. Vol une
expansion wi th an intravenous infusion of normal saline is the
treatnent of choice for restoration of bl ood pressure.

Wil e captopril nmay be renoved fromthe adult circul ati on by
henodi al ysis, there is inadequate data concerning the

ef fectiveness of henodialysis for renoving it fromthe
circulation of neonates or children. Peritoneal dialysis is not
effective for renoving captopril; there is no infornmation
concer ni ng exchange transfusion for renoving captopril fromthe
general circul ation
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Hydr ochl or ot hi azi de

In addition to the expected diuresis, overdosage of thiazides nay
produce varying degrees of |ethargy which may progress to cona
within a few hours, with mninal depression of respiration and
cardi ovascul ar function and wi thout evidence of serumelectrol yte
changes or dehydrati on. The nechani smof thiazi de-induced ONS
depression is unknown. Gastrointestinal irritation and
hypernotility may occur. Transitory increase in BUN has been
reported, and serumel ectrol yte changes may occur, especially in
patients with inpaired renal function.

In addition to gastric | avage and supportive therapy for stupor
or coma, synptomatic treatnent of gastrointestinal effects nay be
needed. The degree to which hydrochl orothi azide is renoved by
henodi al ysis has not been clearly established. Measures as
required to naintain hydration, electrolyte bal ance, respiration,
and cardi ovascul ar and renal function should be instituted.

DCSAGE AND ADM NI STRATI ON
DOSAGE MUST BE | NDI VI DUALI ZED ACCORDI NG TO PATI ENT' S RESPONSE.

Captopril and Hydrochl orot hi azi de tablets may be substituted for
the previously titrated individual conponents.

Alternatively, therapy nay be instituted with a single tablet of
Captopril and Hydrochl orot hi azi de 25 ng/ 15 ng taken once daily.
For patients insufficiently responsive to the initial dose,
additional captopril or hydrochl orothi azi de nay be added as

i ndi vi dual conponents or by using Captopril and

Hydr ochl or ot hi azi de tablets 50 ng/ 15 ng, 25 ng/25 ng or

50 ng/ 25 ng, or divided doses nay be used.

Because the full effect of a given dose nmay not be attained for 6
to 8 weeks, dosage adjustnents should generally be nade at 6 week
intervals, unless the clinical situation demands nore rapid

adj ust nent .

In general, daily doses of captopril should not exceed 150 ng and
of hydrochl orot hi azi de shoul d not exceed 50 ng.

Captopril and Hydrochl orot hi azi de tabl ets shoul d be taken one
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hour before neal s.

Dosage Adjustnent in Renal |npairnent --Because captopril and
hydr ochl orot hi azi de are excreted prinarily by the kidneys,
excretion rates are reduced in patients with inpaired renal
function. These patients will take longer to reach steady-state
captopril levels and will reach higher steady-state levels for a
given daily dose than patients with normal renal function
Therefore, these patients may respond to snaller or |ess
frequent doses of Captopril and Hydrochl orot hi azi de.

After the desired therapeutic effect has been achi eved, the dose
interval s should be increased or the total daily dose reduced
until the mninal effective dose is achieved. Wen concom t ant
diuretic therapy is required in patients with severe rena
inmpairnment, a loop diuretic (e.g., furosemde), rather than a
thiazide diuretic is preferred for use with captopril; therefore,
for patients with severe renal dysfunction the
captopri |l - hydrochl orot hi azi de conbi nation tablet is not usually
recommended (See WARNINGS: Captopril: Anaphyl actoi d Reactions
During Menbrane Exposure and PRECAUTI ONS: Henodi al ysi s).

HOW SUPPLI ED

- Est abl i shed Nane (Captopril and Hydrochl orot hi azi de
Tabl ets, USP)

- Description, strength(s), color, inprinting,
identification markings

- packagi ng configuration; we encourage the inclusion of
NDC nunber s

- scoring description (25 ng/15 ng and 25 ng/25 ng are
quadri sected; 50 ng/ 15 ng and 50 ng/ 25 ny are bi sected)

- St orage Recommendations (Keep bottles tightly cl osed
[protect fromnoisture]; Do not store above 86 °F)

- Caution: Federal |aw..

- Manuf act ured By st at enent
- Date of |atest revision
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